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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
In re reissue application of: U.S. Pat. No. 6,348,481, issued February 19, 2002 
Applicants: Yoshiyuki INADA, et al. 

Title: PHARMACEUTICAL COMPOSITION FOR ANGIOTENSIN II- 

MEDIATED DISEASES 

Appl.No.: 10/781,263 
Filing Date: 02/19/2004 
Examiner: Deborah C Lambkin 
Art Unit: 1626 

AMENDMENT AND KFPLY AFTER NOTICE OF APPEAL 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

This paper responds to the Final Office action dated August 22, 2005, concerning 
patent application no. 10/781,263. It is timely, because it was filed within two-months of the 
Notice of Appeal dated February 22, 2006. 

Amendments to the Claims are reflected in the listing of claims which begins on 
page 2 of this document. Remarks begin on page 6 of this document. Please amend the 
application as follows: 
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NOTICE: THIS APPLICATION IS A REISSUE APPLICATION, AND (i) Amendments in 
reissue applications do not fall under 37CFR § 1.121; "Any amendment to the description 
and claims in reissue applications must be made in accordance with § 1 .173." 37 
CFR§ 1.121(i). Accordingly, do not send a notice alleging that this paper fails to comply 
with 37 CFRS 1.121 

1 . (Four times amended) A method for the [prophylaxis or] treatment of angiotensin II- 
mediated disease in a mammal in need thereof which comprises administering an effective 
amount of [at least one of] 

(±)- 1 -(cyclohexyloxycarbonyloxy)etty^ 

yl]methyl]-lH-benzimidazole-7-carboxylate, 

2-ethoxy-l -[[2'-( 1 H-tetrazol-5-yl)biphenyl-4-yl]methyl]- 1 H-benzimidazole-7- 
carboxylic acid, or 

[ 2-ethoxyl-l-[[2M2,5-dihyd^ 

lH-benzimidazole-7-carboxylic acid, ] 



2-ethoxv-l^ , -(2.5-dihvdro-5-o^ 

lH-benzimidazole-7-carboxvlic acid, or a pharmaceutically acceptable salt 
thereof, in combination with an effective amount of fiirosemide. 

2. (Thrice Amended) A method according to claim 1 , wherein the disease is 
hypertension, cardiac insufficiency, ischemic peripheral circulation [disorders] disturbances, 
myocardial ischemia, vein insufficiency, progressive cardiac insufficiency after myocardial 
infarction, diabetic nephritides, nephritis, arteriosclerosis, hyperaldosteronism, 
dermatosclerosis, glomerulosclerosis, renal insufficiency, diseases of central nervous system 
[diseases], sensory [disorders] disturbances {Alzheimer's disease], deficiency of memory, 
depression, amnesia and senile dementia, anxiety neurosis, catatonia [or indisposition], 
glaucoma, or intraocular high [pressure] tension . 

4. A pharmaceutical composition which comprises at least one of : 
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f*)-1 -fcYcIohexvloxvcarhonvloxvtethvl 2-ethoxv- 1 -\\2'-( lH-tetrazol-5-vl)biphenYl-4- 
Yl]mcthvn-lH-V>enziinidazo 1e-7-carboxvlate. 

7-ethnxv-14r2 , -aH-teti^ol-5-vnbiphenvl-4-vl1 methvl1-lH-benzimidazole-7- 
carboxvlic acid, or 

?-Pthnvv- 1 -f r2'-C2.5-dihvdro~5-oxo- 1 .2. 4 -oxadiazol-3-vnbiphenvl-4-vl1methyn- 1H- 
henzimidazole-7-carboxvlic acid, or a phar m aceuticallv acceptable salt thereof, in 
combination with a compound having d iuretic activity or a compound having 
calcium antagonistic activity. 

5 . The composition of claim 4. in w hich the compound having diuretic 
activity is a member selected from the group consisting of amiloride. 
chlorothiazide, hydrochloride, benzt hiazide. ticrvnafen. acetazolamide. 
aminophvlline. cvclothiazi de. cvclopentiazide. methvclothiazide, 
henfrvmvdrochlorothiazid^ penfluthiaz ide. ethiazide. hydroflumethiazide, 
polvthiazide 1 chlophenamide. chlortha 1idone 1 cvclothiazide. 
hydroflumethiazide, meticrane. tripam ide. metrazone. ouinethazone. 
bumetanide. me frnside. azosemide, ethacrynic acid, sodium ethacrynate, 
piretanide. spi^nolactone. po tassium canrenoate, quinethazone and 
triamterene. 

6. The comnosition of claim 4. in which the compound having calcium antagonistic 
activity is a member selected from the grou p consisting of diltiazem hydrochloride, teloridine 
hydrochloride- nicardipine hydrochloride, y amidipine hydrochloride, flunarizine 
h ydrochloride- verapamil hydrochloride. ci" "*rizir.e. nisoldipine. nitrendipine, nifedipine, 
nilvadi pine. felodinine, ru )dfrine. nimodipine. penidinine and benidipine. 

7. A method for treatment of angiotensin II m ediated diseases in a mammal in need 
thereof which comprises administerin g an effective amount of at least one of 
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feVl-fcvclohexvloxvcarbonvloxv^ethvl2-ethoxv-14f2 '-riH-tetra2ol-5-vnbiDhenvl-4- 
ytlmethvll- lW-hpnziiTiid a zole.7-carboxvlate. 

2-ethoxv-l -If 2'-n H-tetrazol-5-vnbiphenvl-4-vllmeth vll-l H-benzimidazole-7- 
carboxvlic acid, or 

2-ethoxv-l-fr2'-f2.5-davdro-5-oxo^.2.4-oxadiazol'3- vnbiohenvl-4-vnmethvll-lH- 
>>Rn7.imidazole-7-carbQxvlic acid, or a pharmaceu ticallv acceptable salt thereof, in 
combination with a compound having diuretic activi ty or a compound having 
calcium antagonistic activity. 

x The method of c laim 7. in which the angiotensin II-mediated diseases 
is selected from the group consistine of hypert ension, cardiac insufficiency, 
ischemic peripheral circulation disturba nces, myocardial ischemia, vein 
insufficiency, progressive cardiac insufficiency afte r myocardial infarction. 
diabetic nephritides. nephritis, arteriosclerosis, hvpe raldosteronism. 
dermatosclerosis. glomerulosclerosis, ren al insufficiency, diseases of central 
nervous system, sensory disturbances, de ficiency of memory, depression, 
amnesia and senile de m entia, anxiety neurosis, catatonia, glaucoma an d 
intraocular high tension. 

9. The method of claim 7- wherein the compound h aving diuretic activity 
ia a member selected from the group cons isting of amiloride. chlorothiazide, 
hydrochloride. benzthiazideT ticrvnafen. acetazolara ide. aminophvlline, 
ft Yclnthiazide. trichloromethiazide. cvclopen tiazide. hydrochlorothiazide, 
methvclothiazide- benthvlhvdrochlorothia zide- penfluthiazide. ethiazide, 
hydroflumethiazide, polythiazide. chlophenamide. chlorth alidone, 
cvclothiazide. bendroflumethiazide. meticranc. tripamid e. metrazone. 
indapamide. auinethazone. furosemide. bumetanide. meftuside. azosemide, 
ethacrvnic acid, sodium ethacrvnate. pireta nide. spironolactone, potassium 
canrenoate. q ninf thay^ ne and triamterene, 
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1 0. The method of claim 7. wherein the compound having calcium antagonistic activity is 
a member selected from the group consisting of diltiazem hydrochloride, teloridine 
hydrochloride* nicardipine hydrochloride, vamidipine hydrochloride, flunarizine 
hydrochloride, verapamil hydrochloride, manidipine hydrochloride, cinnarizine. nisoldipine. 
nitrendipine, nifedipine, ralvadipine, felodipine. nildipine, nimodipine. penidipine and 
benidinine. 
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